Background and Objectives
Introduction
The World Health Organization reported that coronary artery disease (CAD) is the commonest cause of death worldwide, claiming 17 million deaths in 2008 [1] . In US, coronary heart disease is the most common type of heart disease, killing more than 385,000 people annually [2] . In Hong Kong, heart disease is the second commonest cause of death, claiming 4,361 lives in 2011, with coronary heart disease accounting for 42.2% of total cardiac mortality [3] . Sino-MONICA (Monitoring Trends and Determinants in Cardiovascular Disease) study has reported that the CHD mortality increased by 41% in men and 39% in women for the age group 35-74 years [4, 5] .
In order to improve the quality of survival of cardiac patients, there is a worldwide impetus to develop and improve cardiac systems [6] . Both Hong Kong and Guangzhou have advanced systems of cardiac care [7, 8] . Organizational and wider system factors have been consistently shown to have a significant influence on organizational change, success or failure of implementation of interventions, and their effectiveness [9] .
It is important to look beyond mere survival, and to assess the reasons for differences in survival. Patient-centred, health-related outcomes are increasingly recognized as an important benchmark of the quality of care received. Meaningful comparisons between different centres enable healthcare providers to assess how well they are doing and where they might target future development. Comparable registries have been developed in Guangzhou and Hong Kong.
There is little information about the recovery of patients following ST elevation myocardial infarction (STEMI) in Hong Kong and Guangzhou. The aim of this retrospective observational study was to compare post-STEMI one-year all-cause mortalities and in hospital major adverse cardiac events (MACE) in patients treated in the Prince of Wales Hospital (PWH) in Hong Kong and the Second Affiliated Hospital of Guangzhou Medical University (AHGZMU) in Guangzhou, both in Southern China. We also investigated any significant differences between clinical practices in PWH and AHGZMU, and whether these might contribute to mortality or MACE outcomes.
Methods

Study design
Ethical approval was obtained from the joint Chinese University of Hong Kong-New Territories East Cluster Clinical Research Ethics Committee in Hong Kong and the Institutional Review Board in Guangzhou to conduct a retrospective study in patients with STEMI. All patient records/information was anonymized and de-identified prior to analysis. The period of study, including recruitment and follow up, was from 1 January 2010 to 31 December 2010.
Study Setting
AHGZMU serves a population of approximately 1.56 million people in the Hai Zhu district, Guangzhou. AHGZMU is an academic hospital with 1500 beds affiliated with the Guangzhou Medical University. The emergency department (ED) receives more than 150 000 new patients per annum and serves a local population of approximately 1550 000 people.
In Hong Kong, the population is about 7 million of which 95% are Chinese. PWH is located in the New Territories in Hong Kong; it is a university hospital with 1400 beds. It sees more than 150 000 new ED patients per annum and serves a local population of approximately 800 000 people.
System-level barriers affect the ability of acute myocardial infarction (AMI) clinical pathways to change practice. The healthcare systems of the two cities are quite different under the "one country, two systems" policy. Mainland China has integrated many features of health care systems associated with market economies, while its overall economy is largely centrally planned. In contrast, Hong Kong has adopted health care financing and organizational health systems that are commonly seen in centrally planned economies, while its economy functions as a highly capitalistic enterprise [10] . The hospitals in Hong Kong adopt the ED management system are come from England. By comparing the ED management systems in both cities may allow us to find the influence of these system barriers on the healthcare quality.
In both settings, patients have to pay for healthcare services. However, it is more expensive in Guangzhou than in Hong Kong relative to the living cost. On the other hand, the principal modes of reperfusion in Guangzhou and in PWH are primary PCI and thrombolysis respectively.
Inclusion and exclusion criteria
All adult patients aged 18 years with STEMI at ED presentation between 1 January 2010 and 31 December 2010 were included. Patients were excluded if they had STEMI with onset >24h, if they had NSTEMI, or if they were transferred from other hospitals.
Measurements and Data Collection
Patient characteristics, including age, sex, infarct location, cardiac risk factors, initial observations in ED, in-hospital comorbidities, electrocardiographic changes, Killip classification, renal function, troponin levels, glucose, and time from ED arrival to administration of thrombolysis therapy ('door-to-needle'), or time from ED arrival to inflation of the angioplasty balloon at PPCI ('door-to-balloon') were collected. The one-year all-cause mortality) and in-hospital MACE, including in-hospital mortality, reinfarction and cardiogenic shock, were recorded. All deaths and admission records in the Hong Kong public health care system are recorded on the territory-wide clinical management system (CMS). Patients in Hong Kong were followed up for one year by reviewing CMS records. Patients in Guangzhou were followed up for one year by reviewing the medical records whilst the one-year mortality was checked by reviewing the Public Security System records.
Definitions
Acute coronary syndromes (ACS) is an umbrella term for a spectrum of symptoms that are compatible with acute myocardial ischaemia [11] , consisting of unstable angina, Non ST-segment elevation myocardial infarction (NSTEMI) and STEMI [12] . STEMI is an ECG appearance of ST segment elevation of 0.1mV) in two contiguous limb leads, or ST segment elevation of >0.2mV in two or more contiguous chest leads; or new or presumed new left bundle branch block. STEMI should be associated with symptoms consistent with ACS and abnormally elevated cardiac troponin levels.
PPCI was defined as all primary angioplasty procedures with or without stenting within 12 h for STEMI patients. PPCI is to open in the infarct-related ('culprit') coronary artery and restoring coronary blood flow as quickly as possible [13] .
Onset to door time (prehospital delay) was defined as the onset of symptoms to the registration time in the ED.
Door to ECG time was defined as the time from registration to ECG test. Door -to-needle time was defined as the time from ED arrival to thrombolysis. Door-to-balloon time was defined as the time from ED arrival to PPCI Time.
In-hospital major adverse cardiac events in hospital (MACE) were defined as those relating to safety outcomes, including all-cause mortality (including cardiac death and sudden cardiac death), readmission with myocardial infarction and cardiogenic shock. One-year all-cause mortality was defined as the percentage of patients who died from all causes within one year after ED presentation.
Sample size calculation
According to the study reported by Duan et al [14] , the one-year mortality rates in STEMI patients with thrombolytic treatment was 37.5% and with PCI treatment was 15.1% before establishment of the regional collaborative network. To achieve adequate power to address the objectives by using 2-tailed alpha of 0.05 and a power of 80%, the minimum sample size required per group was 57. We aimed to recruit an extra 30% in case for unforeseen circumstances and thus at least 74 (57 x 1.3 = 74) patients were required per group. Therefore, the minimum sample size in this study was 148.
Statistical analyses
Summary statistics were used to describe patient characteristics from the Hong Kong and Guangzhou groups. Chi-square analysis was used for categorical variables, whilst independent t-tests or Mann-Whitney U-tests were used for comparing data from continuous variables.
An initial univariate analysis was performed on all variables with one-year mortality and inhospital MACE as the dependent variables and presented as unadjusted odds ratios (OR) and 95% confidence intervals (95% CI). Then variables with p value <0.05 were entered into a multivariate ordinal logistic regression and presented as adjusted ORs and 95% CI. Statistical significance was set at p<0.05. All analyses were performed using SPSS v17.0 (SPSS Inc, IL, USA) and Medcalc v9.5 (MedCalc Software, Mariakerke, Belgium).
Results
Recruitment of patients from the two centres
Between 1 January 2010 and 31 December 2010, 247 patients with STEMI were enrolled in our study (Fig 1) . 60 patients were excluded due to 11 cases with onset time>24h, 17 cases transferred from other hospitals and 32 cases without diagnosis in ED, leaving 187 patients (111 cases from AHGZMU and 76 cases from PWH) for inclusion to the study. Table 1 shows the characteristics of STEMI patients from AHGZMU and PWH. Compared to patients in PWH, patients in AHGZMU had lower proportions of male and hyperlipidaemia, and Killip class I, lower blood pressure, and longer symptom onset to ED arrival time. Also, patients in AHGZMU had shorter ED arrivals to ECG times, and shorter door-to-balloon times. In AHGZMU, 77% of patients received primary PCI. In PWH, 24% of patients received primary PCI, whilst 57% had thrombolytic therapy. There were no significant differences in one year all-cause mortality or in-hospital MACE between AHGZMU and PWH. Overall the one-year mortality in AHGZMU was 20%, whilst in PWH it was 14% in PWH (P = 0.436).
Study population characteristics
Twenty-six patients in AHGZMU and 7 patients in PWH did not receive reperfusion therapy. In AHGZMU, 16 patients (62%) refused reperfusion therapy, 8 patients (31%) were in unstable conditions (including cardiogenic shock and Malignant arrhythmias), and the reasons of another 2 patients not to receive reperfusion therapy were unknown. In PWH, 2 patients (29%) were delayed at presentation, 2 patients (29%) were in unstable conditions, 1 patient (14%) had typical ECG at ED admission, and 2 patients had unknown reasons not to receive reperfusion therapy.
Sixteen patients in AHGZMU and 9 patients in PWH died during hospital stay. The causes of in-hospital mortality were cardiogenic shock (9 cases in AHGZMU and 6 cases in PWH), fatal arrhythmias (5 cases in AHGZMU and 3 cases in PWH) and non-cardiogenic reasons (2 cases in AHGZMU, including one died from cerebral infarction and another one died from acute mesenteric artery embolism, and 0 case in PWH).
Unadjusted and adjusted odd ratios for one-year all-cause mortality Table 2 shows that patients were more likely to die if they were older, had anterior wall infarcts, had lower body weights, histories of hypertension, lower SBP and DBP at ED admission, worse Killip class and higher blood glucose level. After adjusted for age, presence of anterior wall infarct, body weight, past history of hypertension, Killip class and blood glucose, the adjusted odds of death in PWH compared with AHGZMU was 0.685 (95% CI:0.310-1.510). Independent predictors of one-year mortality included older age (>67 years) and hyperglycemia (>10 mmol/L). Standardized one-year all-cause and in-hospital mortality ratios of STEMI patients Table 4 shows that the higher Killip class was associated with the higher one-year all-cause and in-hospital mortalities in both hospitals. The standardized one-year all-cause mortality ratios for AHGZMU and PWH were comparable (18.7% vs. 18.2%, P = 0.894). The standardized inhospital mortality ratio of PWH was slightly higher than that of AHGZMU (16.6% vs. 14.4%, P = 0.568).
Comparison of in-hospital and one-year mortalities in STEMI patients with and without reperfusion therapy Table 5 shows the comparison of in-hospital and one year mortalities in STEMI patients with reperfusion and without reperfusion therapy. The majority of patients received reperfusion. The in-hospital and one year mortalities in STEMI patients receiving reperfusion were lower than those patients without reperfusion. There was no significant difference in in-hospital and one year mortalities between the two hospitals.
Comparison of characteristic of STEMI patients in Killips class I and
Killips class II Table 6 shows that patients in Killip class II were older, had higher proportion of females patients, lower proportions of hyperlipidemia and receipt of reperfusion therapy, higher blood glucose and worse outcomes. 
Discussion
The standardized one-year all-cause mortality ratios for STEMI patients in Hong Kong and Guangzhou were similar despite the differences in acute management between the two cities. This is the first study to compare the mortality and MACE rate of STEMI patients in Hong Kong and Guangzhou, where healthcare systems are organized very differently. Different healthcare systems cause differences in ED management approaches to disease. These differences in management were clearly demonstrated in our study.
Characteristics and ED management of STEMI patients in two hospitals
There were differences in main reperfusion approaches between Hong Kong and Guangzhou. In AHGZMU, the majority of patients received PPCI as the main reperfusion treatment, whereas in PWH only a small proportion received PPCI and two thirds of patients received thrombolytic therapy. Also, a lower proportion of STEMI patients received reperfusion therapy in AHGZMU (77% vs 91% in PWH).
We noted longer pre-hospital time delays and in-hospital delays in AHGZMU. Previous studies have shown that pre-hospital delay is a significant problem worldwide [15] [16] [17] . A multicentre registry in China found the median prehospital delay time for patients with AMI was 4 hours [18] .
In-hospital delays in PWH were short and this was associated with the utilization of straightforward intravenous thrombolytic therapy as the main reperfusion treatment. The inhospital delays to PPCI in AHGZMU (150 min) and in PWH (182min) were severe. Similar results have been found in a multicentre study in China which demonstrated the median inhospital delay to primary angioplasty for patients with STEMI was 135 minutes [19] . Only 16.9% of the patients had door-to-balloon times of 90 minutes or less, and nearly a quarter of patients had the times in excess of 180 minutes [19] .
Older age, lower systolic BP, lower body weight, anterior infarct location and higher blood glucose level were dependent factors for inhospital MACE. Older age and higher glucose were dependent factors for one-year mortality. Similar results were verified by the other clinical trials [20] [21] [22] [23] . Prevention and control of risk factors is a key way to reduce in-hospital MACE and mortality [24] [25] [26] .
Factors accounting for discrepancies in treatment in the two hospitals
The dissimilarity of healthcare systems in the two cities is the main reason for the different ED management. In mainland China, limited capacity of hospital emergency care services, high out-of-pocket expenses with the need for up-front payment, prolonged discussions with the patient and families for both obtaining consent and pooling funds are likely to be major contributing factors for the long pre-hospital, in-hosptial delay and lower reperfusion rate [10, 27] . Reperfusion therapy is the key treatment for STEMI, Our study showed that the in-hospital and one-year mortalities of STEMI patients with reperfusion were lower than those without reperfusion. Therefore, STEMI patients are encouraged to have reperfusion therapy to improve the mortalities and MACE [13] .
Longer time to reperfusion and lower reperfusion rate in AHGZMU were associated with a higher proportion of patients in worse Killip class. The Killip classification is a simple clinical tool in cardiovascular assessment and risk stratification of patients with STEMI [18, [28] [29] . Patients with a higher Killip class have more severe angiographic coronary artery diseases, a higher incidence of ventricular dysfunction, and larger myocardial infarctions [18, 29] . Those patients in higher Killip classes with poorer conditions had less chance to receive reperfusion therapy and thus had worse outcomes. Expanding the health insurance coverage should be a priority of health reform to resolve these problems.
Using PPCI as a sole reperfusion therapy is another problem in AHGZMU management. Though PPCI is associated with normal epicardial flow in more than 90% of patients [30, 31] , PPCI is associated with significantly lower 30-day mortality relative to fibrinolysis, regardless of treatment delay. It is simply not feasible for all STEMI patients to receive PPCI [32] . Fear of disputes with patients and possible consequences of litigation and negative publicity for clinicians and hospitals has a major influence on thrombolysis treatment approach in Mainland China [9] . Therefore available fibrinolytic therapy should be adopted in AHGZMU to improve the reperfusion rate and shorten the in-hosptial delay in AHGZMU.
The overall adjusted one-year all-cause mortality and in-hospital MACE for STEMI patients in Hong Kong and Guangzhou were similar despite longer pre-hospital and in-hospital delay and lower reperfusion rate in AHGZMU. This may be explained by the thrombolytic therapy as the primary reperfusion approached in PWH. Lower PPCI rate in PWH was associated with unavailability of 24-hour on-call cardiac team [7] . Guidelines state that STEMI patients should be treated with thrombolytic therapy within 30 minutes [33] . The time from door-to-needle was still long in PWH. Although PWH had a higher reperfusion rate and shorter door-to-needle times, only 38% of patients were treated within the recommended reperfusion target time. The benefits of timely reperfusion treatment reinforce the importance of a comprehensive approach to cardiac care for all STEMI patients [32] . STEMI patients treated with fibrinolysis within 2 hours of symptom onset had a significantly lower 5-year mortality rate compared with those managed with PPCI [34] . However, normal coronary flow was restored in only 29-54% of patients receiving fibrinolysis compared with patients treated with PPCI [32, 35] . Physicians always face decision-making dilemma on the optimal reperfusion therapy approach in the real world. These delays are detrimental to patients and can be exaggerated by variations in timing of patients' presentation and diagnosis. Optimizing the revascularisation strategies, increasing the PPCI rate and early revascularization patency would reduce the MACE rate and mortality in STEMI patients [36] [37] .
The current study has two limitations. Firstly, the data was collected from a retrospective observational study. There was no assessment study on the inter-rater and intra-rater reliability of the physicians' determinations. Secondly, The sample size is too small, However, this is the first study to compare the clinical outcomes of STEMI patients in Hong Kong and Guangzhou, where both cities are in China, but healthcare systems are under the "one country, two systems" policy. Also, this was a pilot study for preparation of a prospective multicentre study.
In conclusion, there was no statistically significant difference between the standardized oneyear all-cause mortalities of STEMI patients in the setting mainly using thrombolysis with shorter door-to-treatment time and the setting mainly using PCI with longer door-to-treatment time. Age over 67 years and glucose level over 10 mmoL/L were the independent predictors of one-year mortality. Older age, presence of anterior wall infarct, lower body weight, lower SBP at ED and hyperglycemia were the independent predictors of in-hospital MACE. In the present study, we recognized the differences in STEMI patient management between the two hospitals and the key factors contributed to the one-year all-cause mortality and MACE of STEMI patients in Hong Kong and Guangzhou, and thus might allow us to further improve our clinical management systems for those patients.
